RicHARD A. NELson, M.D.

6602 South Frontage Road
P.O. Box 80174
Billings, Montana 59108-0174
Ph (406) 656-7416

Diplomat American Board of Neurology and Psychiatry

August 8, 2001

Kimberly Topper

Food and Drug Administration, CDER
5600 Fishers Lane

Rockville, MD 20857

Dear Miss Topper,

Let it be understood that when a patient comes to see a physician that the patient is already an
addict from the point of view of their capacities to utilize medication in this way. A very large

It is very much the same as the gun controversy saying that the gun is responsible for killing
people, when in fact it is the person handling the gun that causes the death. It would be a crime

will cause brain damage in the sense that it reduces your functions in terms of memory,
concentration and attention. The insulin in excess will cause damage to the endothelial linings
of the cells and will alter the blood glucose metabolism markedly so.

Consequently, chronic pain should be considered a disease state associated with the productions
of these hormones. The necessity of reducing this is immediate and cannot be pushed off as

(Continued on Page 2)
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of the medication, Let us compare that to the use of the non-steroidal anti-inflammatories,
There have been about 14,500 deaths and 144,000 hospital admissions because of acute rupture
of perforated ulcers, It one is to modify and stop the usage of opiods for pain then one ought to
stop the use of the non-steroidal anti-inflammatories as well.

Sincerely,
‘;\>IQ9’LQU’CQ A Mt’sm\ltur

RICHARD A. NELSON, M.D.
RAN/drr



Food and Drug Administration

Name of Committee: Anesthetic ang Life Support Drugs Advisory Committee.
“—\
Date and Time: The Meeting will be hejy On September 13 & 14, 2001, g amtoSpm,

Locatign: University of Maryland Shady Grove Ca Mutti P idi
J y ryland, y mpus, Multi urpose Room, Buildin 9630,
Gudelsky Drive, Rockvitle, MD 20850 S

S well as the ris
these Populations. It wij also address concemns regarding the abyse Potential, diversion ang
increasing incidence of addiction to Opiate analgesics, especially to the modified release Opiate

Public Partici ation: The entire meeting is open ang the public is invited to attenq without pre-
registration. In addition, g portion of the meeting, the open-public hearing, is set aside so that
the public may present relevant views to the committee. This portion of the Mmeeting will be helq
from approximately 1 P-m.to 2 p.m. each day.

IF YOU WISH To SEND A STATEMENT FOR THE RECORD

All the letters already received wil| be posted under docket number 01 N-0256. If yoy wish to
: =—===2umber 01N-0256

send in a statement to be posted Please go to: _ _
htt ://www.accessdata.fda. ov/scri ts/oc/dockets/edod<ethome.cfm select "Submit electronic
comments” and follow the prompts.
Letters/statements may be mailed to:

Kimberly Topper

Food and Drug Administration, CDER,

Advisors and Consultants Staff, HFD-21

5600 Fishers Lane,

Rockville Maryland 20857
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10mg 20mg 40mg 80mg* 160mg*
l'lO mg ond 160 mg for use in opioid'hkmnﬁmhm: onIyI

0700367-811

WARNING:

OxyContin is 3 opioid aponis! and a Schedule i confrotied substance with an abuse Hability sim-
Har to morphine.

Oxycodone can be abused! in 2 mannes similat 1o olt+ opiid agonists. legal o ilicit. This should be con-
sidered when prescribing o dispensing OxyContin in situations where the physician of pharmacis| is con-
cerned aboul an increased tisk of misuse, abuse. or diversion

(OxyContin Tablels are a conirolied-release
mmmmgmummuuunw\mnm around- Mutmm
is needed for an extended period of lime.

OxyContin Tablets are NOY intended for use as a prn anaigesic.

OxyContin 80 mg and 160 mg Tablets ARE FOR USE IN 0PI0ID TOLERANT PATIENTS ONLY. These
lablel strengths may causc falal respiralory depression whea adminisicred 10 patients nol previously
exposed o opicids.

OxyContin® (oxycodone hydrochioride conirolied-release) TABLETS ARE TO BE SWALLOWED
WHOLE AND ARE NOT TO BE BROKEN, CHEWED, OR CRUSHED. TAKING BROKEN, CHEWED, OR
CRUSHED OrxyContin TABLETS LEADS TO RAPtD RELEASE AND ABSORPTION OF A POTENTIALLY
FATAL DOSE OF OXYCODONE.

dosing with OxyContin Tablels. In a study comparing 10 iy of OxyConlin every 12 hours 10 5 mg of immediaie -
release oxycodone every 6 hours, the two trealments were: lound 10 be equivatent lor AUC and Conax. a0d simias
ot Cypiny (lousgh) There was fess lluctual k onCe lor e OxvConlin Tablets than
lor he immetiale-release lormulation.

Plasma Oxycodone By Time
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expecied fo be moderalc to severe and persis or an extended period of time. Physicians should individualize
Uieatment, toving kore parenterat 1o oral analgesics as appropriate. (See American Pain Saciely guicetines.)
CONTRAINDICATIONS
OxyContin is

[
in patients wﬂn A YCodone, of in My Siluation where 0pioics
p .

This inchades

bypercarbia. GxyConlin is
inany patient wha has ¢ is suspected 01 h.mvg walm ileus.

WARNINGS

OxyContin®, ) TABLETS ARE TO BE SWALLOWED WHOLE, AND
ARE NOT TO BE BROKEN, CHEWED OR cmsum TAKING BROKEN, CHEWED OR CRUSHED OxyContin
TABLETS LEADS T0 RAPID RELEASE AND ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXY-
CODONE.

oxycmmam-msoutmm:musemomvmmmmmms ONLY. These (ablet
nrmm may cause latal respit Y when 10 patients not previousty exposed

tmcmlﬂm"ncIiommmsmkvmomhwlmmlumrmhiwdmoxywdm
squivaient dosages of 160 mg or more for the 80 mg Lablet and 320 mg or more for the 160 mg Lablet.
Care should be taken in the prescribing of these tabiet strengihs. Palients should be nstructed against
use by individuais other than the patient for whom i was prescribed, as such inappropriate use may have
severe medical consequences, including death.

Misuse, Abuse and Diversion ol Opioids

Y Such druys are sought by drug abusers and people with addic
lion disorciers and are subject to cricwral diversion.
mcmmmamm ina lmmu wml« tn other opéoid agonists. legal ox iflicil. This shouid be considercd when
" mmc‘gn oncetned about an i

Mean [% ¢ T"'"h‘m vartation Tisk of misuse, abuse, of ﬂwsnon
DESCRIPTION oeftic | o OxCantin r:s been teported as being abused by ciushing. chewing, snarling, o injecling the dissolved product. These
OxyContin" (oxycodone fiydrochioride conbolled.-relea.c) Tablels are 4 upicid anakyesic supplied in 10 mg. ey 0 ¢ ' ' practices will resdtin the unconkalied dekivery of Ihe oioid and pose a significant sk 10 e ahuser hal coulg tesult
20 my, 40 mg. 80 my, and 160 my lablet sirengihs for oral adawnistiation. The tadiet siengths describe the mﬁ Fors ingehemL)( l,‘;,r,ﬁ, q':?]( (’2"7”21 " M"wsc nd deat {sec WARNINGS anc DRUG ABUSE AND ADDICTION)
anount of axycodone per tablot as the hydrochioride salf. The strtclural forimuia tor axycodone - = abuse. addiction not prevent he proper managemenit of pain The development
is as lollows Single Dose N » ol adkticlion lo opinie andgesats in properiy managed palients with pain has been tepovied o be rare. However, dala
G 16 mg OxyConin 100.7 {26 6] 10620.1} 27|44 na ¢ ol available 10 cstablish Ihe true incidence of addiction in chvonic pain palients
H,0 20 mg OxyCondin 2075359 2141366} 32(57.9; na Heahthcare professionals shouks tontacl thex State Prolessional Licensing Board, or Staic Controfied Sustances Authority
“mg Osontn wimy 9K iy " o unatn oo "ﬂ’;ﬂ”ﬁ”x‘;‘: o dersio of s product
8019 OnCantn” 10855,:23) B2, 2113 L] {Oxycodone niy be expecled 1o have additive effects when used 1n confunclion with alcohol. Glher opioids, o illigil
Mhultiple Dese dnigs 1hat cause ceniral nervous Systen: depiession
TI:IDZMT’;I?"M 1036386 151 319 32695 121481} ORUG ABUSE AND o
ts 8 g 32695 .2t
- 3 120 5109 s L OxyContin is 2 mu-agonist oploid with an abuse Habikty simila/ lo morphine and is a Schedule 1 con-
- - S R S o Owy Shen-merphine-ond
o prom ! wigovie: e
° O~ Telease (6 90362 155 [283] 16497 A0 m u‘mm: .‘::',,‘:,w
. ) fiction is characterized by compulsive use, use o nedical purposes, and d use despite h
CygHa NOg+HCI MW 351 83 Table 2 i o tisk of haim. Oriug addection is 3 ireatable isease. ulilizing 3 muili-gisciplinary appvoach, but iefapse is common,
The chiemical formula is 4. S-epaxy- 14-hytoxy-3-methaxy- | 7-miethylmorphinan-6-one rydrochioride Mean (% coefficient variation| “Druy-seeking” bervior is very comnon in addicts and drug abusers. rug-seeking tactics include emergency calls
Oxycodone is a white. odorless crystalling powder derived rom the opium afkaloid. thebaine. Oxycodone Tough 00 visis near the and of ofice bows, !e'usd o unomo memale examination. testing o tefrral, repeated “loss™
hydrochlofide dissolves in water (1 9 in 610 7 mUL). 1 s slightly soluble in 3iconol (octanol water pastition coel- fegiment A, Cmax Tmax Conc. of Lampesing 10 provide prior medical records oc conlacl informalion
ticient 0.7). The tablets contain Ihe lollowsny inaclive ingredients: ammonio melhaciylale copolymer, Uosage foron {0g-hu/sil | ingfinl) hes) (g} lor olhor teating physician(s). “Docir shopping” fo oblain additional s g drug 2busers
. lictose. povidone, ted 1fon oxide (20 My strengih tablel only). Single Dose and people: suflering fom unlreated adiction
Slearyl alcohol, alc, litaniuen dicxde, iacclin, yellow iton ¢ side. (40 mg strenglh tablet only), yeflow iron oxide 448 g OryGontin® 19353 (347 1526 {289) 256{9 X} Ause cand cistie  lolesance. Physicians should be aware
wilh FDEC blue No 2 {80 mig strengih Lablet onty). FD&G bive No. 2 (160 mg strengih tablel only) and other 2480 g QeyConti” B3 (0.1 1534 251) 2181693 N hat addiction may rit be accompanicd by concurrent lolerance and symptoms of physical dependence in all
ingrediens g 1859.3 {30.1} 125 -18{63 3 14 addicts. In addition, abuse of opioids can occur m the absence of true adiction and is characlerized by misuse for
CLINKEAL PNMMACOLOGV 12160 mg an__ 1856.4 13051 1564 (248 25413641 0, ledtical purposes, offen with other tive substances. OxyContin, tike olher opioids. has.
Oxycodone i pure &gy action is analgesia. Olber members of he class Hot single-dose AUC - AUCp. jy. hor multiple-dose AUC = AUCq 1 mtmff m:gm ;:v: C?'ewl tecord-keeping of prescribing inlormation. including quantity. iequency,

known as opigid agonists include substances such as morphine, hydromovv'me fenlanyl. codeine. and
hydiocodone. Phaimacological effecls of opioid agonists incll:de anxiolysis, euphoria, fectings of refaxation,
tespiralory depeession. constipation, minsis. and cough s ippression, as well as analgesia. Like all pure opi-

“dala oblained whvilc volieers ieceived nattiexone which can enhance ahsomlion

OxyContin IS NOT INDICATED FOR RECTAL ADMIMISTRATION. Data o a sludy invotving 21 normal volun
ecxs show ai OxyConlin Tablels acminislered pes seclum resulted in an AUC 33% grealer 303 Cypgy 9% highes

oid agonist analgesics, with increasing doses Ihese i increasing anaigesia, unlike with mixed

onists or non-opioid analgesics, where there is 3 Inml o It:e ainalgesic effect wilh increasing dases. Wilh pure

opioid agonrst anaigesics, there is no defineet dose: Ihe ceiling b [ i imposed

only by side effects. the more setious of which may inclde somnotence and respiatary depression.

Central Nervous System

The precise mechanism of the analgesic action is unknown, Hawever. specific CNS opioin receptors lor
with oproid-like activity have heen identified Wieoughou! the brain and spinal cord and

phay a role in the analgesic clfects of this drug.

Oxycodune produces respiralory depression by direct aclic « on biain stem respiraloty centers. The respiralo-

ry depression invalves holh a teduclion in the responsiveniess of the brain siem respiralory centens (0 increas-

&s in carbon dhoxide tension and 10 electrical stimulation

Oxycodone depresses the cough retiex by direct efect on the cough center in the meduila, Antitussive eliects

may occur with doses lower Ihan those usudily required lor analgesia.

Oxycodone: miosis, aven in tutgi darkness. Pinpoint pupils are a sign o opioid overdose bt are not pathog-

nomonic (e.9., pontine lesians of hemorrhagic of ischemic origin may produce simitar findings). Marked mydri-

asis father than miosis may be seen with hypaxia in the seliég cf OxyContin overdose (See OVERDOSAGE).

Gastrointestinal Tract and Other Smoolk Muscle

Oxycodone causes a feduclion in motilily associaled with an wicrease in smoolfs inyscle lone i Ihe antrum of

1he stomach and duadenum. Digestion of food in the small intesline is delayed and propulsive conlractions ar

decreased. Propuisive peristallic waves in the colon are decieased. while fone may be increased lo the puint

ol spasm resuiting in conslipalion. Othes aiod-induced effecis may mchude 2 reduclion m gastric, biliary and

pancreatic secretions, spasm of sphinclet ol 0di. and transien! elevations i serum amylase.

Cartiovascular System

than tabiets by mouth. Thetelore. there is
Food Effects

Food has na signilicant effect on Ihe exlent of ahsorption of oxycadone from OxyConlin. However, the peak plasma
concent«alion of oxycodone increased hy 25% when OxyContin 160 mg Tadlel was administered with 2 high-Lal meal.

Distribution

Foltowing iniravevious adminiskation, the volumie of distribution (Vss) for oxycodane was 2.6 L/xg. Onycodone bind-
1q lo plasma peotein al 37°C and a pH of 7.4 was aboul 45%. Once absarbed, oxycodont is distributed to skeletal
muscle, lives, intestinal fract, hungs. spleen. and brain. Oxycodone has been lound in treast milk (see PRECAUTIONS).

Molabofism
Ox i and thew The major
ciculating metabok 1 ALIC ralio of 0.6 rek: thatof Xk 12pORt

ed 1o he a considerably weaker analgesic than oxycodone. Gxymorphone, almown possessing analgesic activly, is

present in the plasma only in low concontralions. The coielalion between oxyinorphone concenlrations and opioid

ellects was much less than thal seen with oxyconone plasmia concenkations. The analgesic aclivity protile of olhet

nielabolites is not known. The lormation of oxymorphone: but not noraxycodone, is mediated by cytochrome P450

2D6 and. as such, its kemation ¢an, in theory, be affected by other drugs (sce Drug-Drug indesactions)

Excretion

Oxycodone and its metabaliles are excreted primarily via the kidney. The amounls medsured in the wing have been

teported as loflows: lree oxycodone up o 191. conjugaled axycodone up lo 50%; free oxymorphone 0%; conjugal
< 14%: both been lound in the wine bul nol quantified. The

{otal plasma clearance was 0.8 Lmin lor aduls,

Special Populations

Eidery

Oxycodone may produce release ol histarming wilh of without assocrated perpt
of histamine release and/or peniphesal vasoditation may inchude prurilus, llushing. red eyes, swealing. and/or

orihostalic hypotension.
Concentralion— Etlicacy Relationships

fudie: volunleers and palient: Al prediclable ins couone dosage and plis-
ma oxycodone as well as between and cerlain expected opiaid eflects, sich as
pupilary constriction, - ang feclings of “relaxalion”.

As with all opicids, the cunimum elfective pl«mm wnccnl-dm Iof analigesia witl vary widely avnonwd s,
especiafly among patients who have been previously Liealed with potent agonis! opiaids. As a resul, patienls.
must be trealed with individualized Lialion of dosage 10 the desired eftect. The minimum efiective analgesic
concentiation of oxycordone lor any individual patiem may incleasc over time due 1o an increase in pain_ the.
development of 3 m pain synrome anor the develnprient of anaigesic tolerance.

OxyConlin Tablels ae associated wilh typical opioid-related adverse experiences. These is a general tefation-
odene pk ad wcseasing requency of dose-related

The plasma of oxycodone are only nominally atlected hy age, being 15% gieater in elderly as com

pared 10 young subjects
Gender

Female subjects have. on averaye. plasma oxycodone cancentrations i ko 25% higher than males on a dody weigh!
adjuslet basis. The 1eason for this dillesence is unknown.
Renal mnpamml

E wm;umu slmoeaﬁ i done and
and AUC values lor oxycodone. noroxycodone. and axyntorphoae 60%, 50%. and 40% higher (han normal subjects,
respecively. ThiS i accompaniod Dy an incCrease in sedation but not by differences in respiralory rale, pupiltary con-
siriclion, or several olher measures of deug etfect. Thee was an increase in 1172 of eliminalion tor oxycodone of only
1 how (scc PRECAUTIONS)

Hepalic impainnent

ald from a study involving 24 pal lasma oxycodone and
and 20% higher, respectively, than normat subiects. AUC values are 95% and G5%

oxyce
ewenenccs surh as nausea, vomiting, CNS etiects, and respitalory depression. In opioid toterant patients. the
situation is altered by the develapment of loterance to opioid-selated side effects. and Ihe refalionship 15 nol
chinically relevant
As with all opioids, the dose must be incividuafized (sce DOSAGE AND ADMINISTRATION). because the cffec.-
tive analgesic dose for some palients will be 100 Figh 1o be loleraled by other palients
PHARMACOKINETICS AND METABOLISM
The activily of OxyContin™ (9xycodone hydrochiorkle controlled-release) Tablets is primiacity due o the parent
Grug oxycodone. OxyContin Tablets are designed lo pravide control ed delivery of oxycodone over 12 hours.,
Breaking, chewing or crushing OxyContin Tablcts eliminaies th.: contiatled delivery mechanism and iesults in
the rapid release and absorplion of a patentialty fatal dose of oxycodone.
Oxycodone release o GxyContin Tablets is pH independent. Oxycodane is weil absorbed iom OxyContin Iaoleis

highes, respectively. Gxymorphone peak plasnia concenbialions and AUC vakues are lower by 30% and 40% These
differences arc accompanied by increases in some, bul not other, drug etlects. The 1172 eliminalion for oxycodone
increased by 2.3 houss (see PRECAUTIONS).

Orug-Drug lnteractions (sec PRECAUTIONS)

Orycodare is melaholized in part by cylochiome P450 206 o axymorphone which icpresents less han 15% of the

(el dysfoaclion (Ciealinioe cleaance
50% and 20% higher, tespectively,

Propes assessment of the patient. prover . periothc
and slo:aue e appropriale measures that help Yo limit abuse of ogioid diugs.
of a dual: matrix, i for . Abuse of the crushed table! poses

ammunwmwummnuknrmummmmmmmmm
stances. With parsnieral abuse, the tablet excipients, especially taic, can be expocied lo result in local
tisswe necresls, infection, pulmonary granulomas, and increased risk ol endocarditis and valvulas heart
Injury. mﬂnlmmtwwmmmmmnmmdnmnuas
hepatitis and W
mwm Dutmm

Respitalory o 06 i Ihe chiel hazard . the aci dient in OxyContin, as with all opioid ago-
nists. Respiralory depression is a particulas problem in elderly of nmmu patients, usually following laige initial
doses in non-tolesant patienis. of when opioids are given in corunclion with other agents hat depress respiration,
Oxycodione shoukd he sed wilh extreme caution in palients with significant civonic obstructive pulmonary disease
o cor pulimonale, and in patients having a substantiatly decreased respitalory reserve, hypaxia. hypeicapnia, of pre-
exisiing respiralory depression. i such pfients. even usual therapeutic doses of oxycodone may decrease respica-
fory rive (0 e poky of apnea. in these palients alternative non-opivic analgesics should be considered, and opi-
oids should be employed vnty under carelul medicat supervision at Ihe lowest elfective dose
Head Injury

therapy, a0 proger (hspensing

The lcspualmy depressant efiects of ommds include carbon dioxde relenlion ang secoudary clevation of cere-
i may he jury, inlracianial lesions, of olher

souices ol pre-existing increased mnaaml uessw Oxycnﬂom produces eliects on pupillary response and con-
UK signs of Rethier increases in inracranial pressure i parients with head syunes,

mmmim Ehect

These is an added risk fo
suie Msbm comproinised by a depleled hinod voluine, o after concurient aurinisiration wih dmgs su:nas pm
nothizzines or ofher agenis which ¢ vasomalor lone. Oxycod produce n

ambutalory patients. Gxycodonc, like all opioid analgesics of the morphine type. should be adminislered with cau-
tion o patices in circolatory shock. since vasodilation produced by the drug may fither reduce cardiac oulput and
biood pressure.

PRECAUTIONS

limml

ol respratory depression, akered mental slale. and postwal hypolension

Use ol OxyContin is associaled with increased poienlial sisks and should be used only with caulion n (he following
condilions: acule alcohotism: wmmnnal mlh:wm:y {e.g.. Addison's disease). CNS denvcssnon o coma; delir-
um fremens.
prostalic hypersophy o wethial siriclre: severe impanment of hepatic, mﬂmonavy m renal funchon, and taxic asy
chosis

The adminisialion of oxycodone may obscure the diagnosis of clinical course in patients with acule abgominal con-
dilions. Oxycodone miay aggravate convulsions in patients with convuisive disorders, and all opioids may induce of
aggravale seizwies m some clinical setings.

interactions with olher CNS Deprassants

OxyContin should be used with caution andt staried in a reduced dusage (173 (0 172 of the usual dosage) in palients
who ae clmcmrerlly ieceiviny other central nervous system depressants including sedatives or hypnotics. general

fota! adrninistesed dose. INslwleolemmmmaybemmmawwo(dms(en certam
digs including iniding as well Haoweves, in 3 sludy involving 10
subjecis using quiidine, 3 Iwm inhibitor of cylochrorwe P450 206. the pharmacodynamic effects of axycodone
were urichanged.

Pharmacodynamics
A single-dose, doubic-blind, placedo- and dose-+ caulmﬂed sludy was conducted using OxyConlin (10, 20, and 30
) in & pa Twenty and 30 mg of GxyContin

with an oral bioavailabilily of 60% to 87%. The relalive 0il of OxyContin io dlial

oral dosage forms is $00%. Upon repcaled dosing in normnal voiunteers in oiurmacokmcllc studies. smﬂy
state levels were achieved within 24-36 bours. Dose andor bi hed
for the 10 mq. 20 mg. 40 mg, 80 My, and 16U g tablet sirength: Jor both peak plasmia ievels (Cppay) andd
exlenl of absorplion (AUC). Oxycodone is xiensively mmetabolized ard eliminled primarily in e trine 43 both
conjugaied and The apparent el hall-lite of oxycodme loliowing the
adminislration of OxyContin was 4.5 hows comparnd ic 3.2 hows lor immediate relcase oxycodone

west. superice in feducing pain comparedt with placebo, and Ihis difiesence was slatisticatly significant. The ansel of
analgesic action with OxyContin occikred wilhin 1 howr in most palients fotlowing oral

anesthelcs. m Vanquizers, and aiconol SOl e hypolen-

Sion, i y g i bi i doses of OxyContin
with i Anaigesics

Agonistianiagonist anaigesics (i.e.. pentazocine, naltwsphing, and bulorphanol) shoutd be administered wilh cauticn

103 patient who has reccived o« is teceiving a couse of therapy with 2 pure 0pioid agonis! analgesic Such as oxy-

codone. I this silualion. mxed agonisantagonist anafgesics imay reduce the analgesic eflect of oxycodone and/or

may precipitate witirawal symploms in these patients

CLINICAL TRIALS

A double-blind placebo-controlied, fixed-dase, pxaliel group. wo-weck sludy was conducled in 133 patienls with
chromc, inoderaie 1o severe pain, who were judged as having inadequale pain conliol wilh their cuirent therapy. In
thus study. 20 mg OxyConlin 121 bul not 10 my OxyConlin q12h decrcased pain compared with placebo. and this
difference was stasticatly sigrulicant

Absorption
About §0% to 87% uf an oal J regches the centead ¢ h Comp ¥ Hl0se.
Thys high aral ility 15 dug 10 fow po ic M0r lust-$iass ietabolism. tn nornal volunieers. the 11/

of absorplion is 0 4 howes for iminediate-relcase oral oxycodone b conbrast. {ixyContin Tablels extion a hiphasic
absorption pattern with two apparesil ahsorplion half-iimes o 0.6 and 6.9 howrs. which describes the inilial release
of oxycodone orm the Lahie! Tollowed by ) prolongad refeasc.

Plasma Oxycodone By Time

Dose propartionalily has been established for he 10 g, 20 mg. 40 mg, and 80 ) tablet skengths for both peak
plasma concentrations (Cyay) and extent of absorpiion (AUC) tsee Tabic 1 below). Anather sluty established thal
Ihe 160 my tahiel 1s hioequivaten] fo 2 x 80 my tablets as wolt as 1o 4 x 40 mg o hoth peak plasmy concentra-
lions (Cyng,) @1 extent ol abso#plion (AUC) ise Table 2 helow; Gaven tie shorl hall-life of efiminalion ol oxycodone
Irom OxyConlin, steady-state plasiia concenlralions of oxycodion are achieved willsin 24-36 bours of initiation of

AND USAGE

OxyContin Tablets aie a conkolked-fcicase o%al formulation ol axycodone hydrochloride indicated for the manage
mieil of moderalc (o sever pain when a continuous, around-the- clock analgesic is needed for an extended period
ol ime.

OxyCortin is NOT intenced for use s a pri analgesic.

Physicians should individuahze treament in every case, initialing therapy al the appiopriale point along a progres-
si0n 1101 non-apioid analyesics. such as non-stetoidal anii-infammatory drugs and acetaminophen to opioids i
a plan of pain management such as oullined by the World Health Organization, the Agency lor Heatth Research and
Quakty {formesly known as the Agency lor Health Care Palicy and! Rescarch), Ihe Federation of Stale Medical
Bowds Mndet Guidelines. of the Amcrican Pain Socicly.

OxyConlia is nol indicaled for gam in Ihe smediate postoperative period the fiest 12-24 hours following suigery).
or il the pain is ki, of not expected to persist for an extended period of lime. OxyContin is only indicated for
pasloperative use il the patient is alteady receiving the drug prior to surgery of il the postoperalive pain is

anlalmy Surgery and Posioperative Use
loe pra-emptive anaigesia pre-operatively for th
d posloperaiive pain).
OxyContin is (the first 12 lo 24 bours following

wmn)wmmmﬂuwwnmm because its safely in s setting has nol been estad-
lished.
l)xytomhkndhlwmuhhmouwvmmnmmlsmlllnrmummdlonl-
sist for an extended period of

prior to surgery

unmmmumuumummmlmuemnpmu
time. Physicians should individuatize irsatment, moving from parenteral lo oral analgesics as appropri-
ate (See American Poin Society quidelines).

Palients wha are akeadty feceiving OxyContin Tablets as part of ongoing analgesic Iherapy may de salely continued
on Ihe drug it appropriake riosage asjusiments are made considering the procedure. olher drugs given, and the tem-
‘parary changes in physiclogy caused by the surgical intervention (sce DOSAGE AND ADMINISTRATION)
OxyConlin 3nd olher morphine-like w«ms have been shown o nocveasc bowel molility. ieus is a common post-

analgesia. Caution shoul
itor for deceeased howe! mobnlv i posioperalive patients lecewww opioids. Standard supportive therapy should be
implemented
Use in Pancreatic/BMiary Tract Disease

Oxycodone may cause spasm ol the sphincler of Udui and should be used wth caution in gaients wilh biliary ract
cisease. including acute pancreatitis. Opioids like oxycodone may ause increases in the serum amylase level

pialignt £S06 0 combined wilh NS
uemcml muqs 31\0 s'vmm be 'esmcn lov mes whese ihe oeueﬁls ol npnom aulwesn nu‘wcngh the KNown 1sks.




Tolerance and Prysical Oependence

Tolerarce is the noet for nereasing dases of opiuids 1 maintain a delineg efiect such as aoalgesia i he anseice
of disase wwesw 0t other extennal laclers) Physical Lependence is manfesteq by withekawal symploms afier
by i i Of &l antagoins). Physical dependence an lolerance are not

ofadrug on
nusual Aring chvonic opioic Iheragy.
The o j

. _ 4 iy some o all of Il 0 vestiessiess, iacrimg-
!tm, mfvm'm. Yawning. pecspiation. chills. myalgia, and anydriasis. Other sympioens. also may cevetop, inchiding
imilabilty. aniety. backache. jow gain, weakness, abiorminal crangs, NSOMN, 1NduseA, anoiexia, VONting, diar-
rhea, or increased biood presswe. Tespidory cate, o et rate,

In generai. opigids shoul aot he abruptly dscantined (sce DOSAGE AND ADMINISTRATION: Cessation of
Therapy)

Information fos
W clinicaily advisable. ¥ OxyConlin” (axycocone -telease) Tablels of heir care
Qrvers $Hould he Given the lotiowing information by the Physician, ke, pharmacist. o caregiver.
1. Patients should be aware that OxyContin Tablets contain oxycodone, which is a morphine-fike substance.
3 Pamsmmmmmmmmm«smmmmmimmmuwwm OxyContin
Tablets will ielease al Wi conents at once if broken. chewed, of Crushed, fesulting in a risk of falal overdase
3 Patients Shoukt be avised o 7epart episoges of heeakthrough pain am! adverse experiences occurring during
therapy. Indivicksalization of dosage is essential to make opliral use of this medication.
Patients shoukd be acvised nok to adjust the dose of OxyContin without consulting Ihe prescribing polessional
Patients should e advised that OeyContim sray impak mental angce Physical abikity reuiced o the perlomince
of polentialty hazardous fasks (. .. thivily. operaing heavy nachinery),
Palients shoukd not combine DcyContits with dlcohol o other cenwal nervous system Gepressants iskeep aids
Iranauilizers) excent by the orcers of e Meseribing physician. because dangerous accitive ellerts My 0CCLY,
sesulfing in se-ous injury or eat
7. Women ot chiighearing pofential who become. o iie lanning ko hecome. pregrant shioulg be advised fo con
sut Inwb:hy\wn feyarding the effects of analgesics and other dou; use (ring pregnancy on lemselves and
ther: undorn chilg

(LIS

3

8. Palients shoulc be dvised that OxyContin is 3 potential g of sbuse They should gotect ¥ kom iheft andit
shouid neve: be given to anyone ol (han the individial lox whom it was rescriveq.
9 Palients shoukl be arvised Ihat ihey Py biss embty niatrix “ghosts” (labiets) via colostomy o 1 the slool. aut

that this s of no concern since the active Medication has alteay been absorbed.

10. Palients should be advised thal it have been seceiving icatment with OxyConya for lore an a few weeks
and cessation of erapy s indicated, it Ty be apppria.e 10 Lapes e OryConlin dose, cather than abeuplly dis-
continue il due 19 the tisk of precpitating witiirawal symptoms. Thei Phiysician can provide a dose suheduit
o accompish 3 geacual discontiniation of lhe mecicalion

H. Paii cled 0 keep OxyConlin i Secine place ool of he reach of ehiken When UeyContin
is na fonger necried, the unused lablels should he desioyed by ushing down the soilg)

Use in Drug and Alcohol Addiction

OxyContin is an oioid wilh s Apoved ust: in the cxanagemen of addicive disoers 115 proper usige 1 iodivid

wals with G11g of aicohol diependence. eiher AV OF e cenission. is ot he franageinent of s sequinieg opiois

aljesia.

Drug-Drug laturactions

Opioict analgesics. including OcyCoutin may entance i neviomuscul blocking action of skelelal s

ants and produce a1 increasert degree of respiatory depression

Oxycodone is metabolized i Pt o oxymorphone via cytochvome P4 206 Winle: e paltway may be Dlocked

by avasiely of dugs ie . cert r AGS Inckicting amiod: idi b anti-

depressants). such dlockade nas no; yet been shown to he of clinicab signilicance wilh this agent. Clinicians should
be aware ol s possibic ineraction. howgver

Use with CNS Depressants

OxyConkin, ke af opi Igesics. shouk a1310 322 of the usual iy e concuriesily

fecerang other central rervous syslem depressanks inchusing Sedalives of hypnotics, general anesthietics, phenalh

sazines. cenkally acting anti-cmeics, lranqguilizers, and dlcohol becase resgiraiory degression, hypokension, aid pvo.
found sedation o coma may resu No speciic inferaction bisween oxycodane and mongamine oxidase inhibitors

s beeo observed. bt caction it the use of @y opioid in gatien:s Laking this class of digs is appropriate.

Carcinogenesis, Mutagenesis, Impairment of Fertiiity

Studies of oxycorone 1o svakuae its CAHTIgenic potential have 1ot been conducted

Oxycodonie was not inuagensc in the following assays: Ames Sahnoncila and E. cof fes with ang withoul 1elabal

ic activalion  doses of up 1o 5000 1), errati nb inthe abiserice of meta

Doic actiation at doses of ko 150091t 48 hours acr exposure ¥ Goses o un o 5000 g/l

and ik Ihe in vivo bone atow macronciews test i e {2t ol Tevels of up ko 48 aymi ). Oxycodone was clas-

Toosnic 1 " " ali

abercalion fesl (a1 greaier than of el Yo 1250 g at 24 tas nol 48 hours of cxgasuce and in the mouse Iym-

Ahonx assay o doses of 0 ayind, or reale with melate.lic activation ang at A0 LI o geealer withou! oveta-

bolic aciivatior:

Pregnancy

Tecatogenic Elkects - Catogory B: Repeoduction siudics have been PRANINIA i 14tS 20 DTS By vral aisina

fion 3l 00ses 152 10 8 myikg and 125 kg, resprcively. These doses are 3046 times a boman dose of 160 migiay.

based vn mg?g basis. The residls did ol ieveat ewtience of harm o the letys (hee 10 oxycodtone. There ase. hawey

(.10 Klcquate and well-conkolkod shidhes in peegnant women Because anienal ieprocuction sludies ac fiol illways

piedictive of bumin tesponse. this g shoulc be used dwing pregrancy oty i cicarly needes

el

Labor and Delivery
OxyConlin 15 not for st daing 3. it wrior 6 labor and feivery bucause oval
0DiOKIS Ty Gause tespiratory have b i ch

oI ]
ically may extudii sespiralory depression sidion witkgfrawait symplors, cither a4 bitth and/or in the OUSEry.

Nursing Mothers

L y ave cl Witharawal symploms cun occu in treast-feed.
19 infants when (matema: adminisiration of an ogioia ANMNResC 1S slopped. Ordinarily, sursing shoulg nat be e
faken while i patient s receiving DeyContio Decausz of tha poss:lity of serialion andvor resiralory deprassion in
the infant

Pudiatric Use

Safety and elfectiveness of OryConin liave 1ot been established in periakic patients beiow Ike age: of 18. H mus)
be mmnmwmtaﬂmmuwmnwmmmm.

Geriatric Use

[ il i slifies ey igreater han 65 ¥ + lhe Cl e of apicaied

10 be slightly reduced. Compared 1o voung ahsls, the plasira concenteations of osycodone weee increased appioe

15% isec PHARMACOKINETICS AND METABOLISM). O i total iusmtios of Subjects (435 i chnic

5 0 (heyContin, 148 133 3% were age 65 and okler {acluling hose age 75 ¥ older wivle 40 (9.0°%) were

> iGE Cai GialS WIBI DTSN iWIANON OF Nhelagy ang duse 0N, fO wiowald o iexpect

0 sie etiects were seen in Ihe elderly alients who received OxyContin. Thus. the i doses 3nd dosiny intervals

are approgiate bor hese patients. As with aK opioids. the steting dose should be reduced 1o 1/3 10 1/2 of the uswai

QGosage in dedritated, nion-loleran! patients. Respitatory depression is e chiel hazard in eidesly o tebilitated

paliers. ysuily lotiowing Lxge initial doses i non-lolerant balicnls. o when opioids e iven in coniunclion witl

olher agents tha: depess respiraticn

Laboralory Monitoring

Dt 10 Ihe bioad range of plastsia Concentations scen m clical populations. Wi warging degiees of pann, ace e
I . plasnz (08 At usuaily nol hekitul y cl Plisma

concent:aiions of the active drug sinslance iy b of vaiug it Selected, wausizal o complex eases

Hepalic impairment

Astudy of OxyContin in patients wilh IS e pid Ihiart those with noe

mal function. The iniligion ¢! etapy at 17310 12 the usual doses il carelul dose lialion i1s wananleg,

Renal impairment

i palients with renat irpaioneni, as eatienced by decieaseq ciealini: clearance (-: 60 mimin), the concentations

of ryconene n the plasa e ipreximately 50% higher thess in subjecls with novrr renal tunction Dose ilia

tion should follow 3 conservalive 3ppreach. Dosages should be aljusted accaiing fo e clinical siiualion,

Table 3
Immediate

OxyCotin Release Placedo

=220 {n::225) (n:45)
i%) ) (%)
Consligation 28 % 7
Nausey 2 2 n
Sormaalence 2l 1) 4
s 3 16 9
Pryintus 3 2 2
Voiruting 7 " 7
Headache 7 8 7
Ory Mouth 6 7 2
Asthenia 3 7 .
Swealy 5 6 2

The lotewny agverse cxpeniences were reporled in OxyConttin-Irealed patiens with @ incidence between 1%
and 5% in descending ordet of lrequency they were arorexis. fIeevousiless, insonywa. lever, confusion. diairhea,
dbdosmivial pain. dyspepsia, rash, Auxiely. euphoria. dysonea, postiral hypotension, chills, twitching, gastritis,
abmormal dreams, thowght abnormalites. ang hiceups.

The following athverse reactions occuited i less than 1% of patients ivolved in chinical nals o were feporled
it postnurketiag experience:

General: accicenta! injury, chest pain, lacial edema malaise, neck pain. pain

Cordi : migratte. Syncope. vasadil ST depression

Digestive: dysphiagia, eructation, Natulence. gastointestinal disorder, increased appelite. nase:
stomatiis. rieus

Hemic and Lymphalic: Iymphadenapathy
Metabotic and Nutsiti ion. edena,
antidiwelic homone secrelion, tirst

Nervous: sonorn) gail, agilation, amnesia, fion, depression, Y. . hypes-
Kinesia, hypesthesia, lypotonia, malaise, paresthiesia, seizwes, speech disorcler, shypor, tinnitus, temor, verti-
Yo. witiitawai sydrome with or withoul seizwes

Respiratory: cough incrsased, ohatyngitis. voice alteration

Skin: ey skin, exloliative detmapitis, urlicaria

Special Senses: aromaf vision, laste perversion

Urogenital: anenorriea. decreased fibido, dysunia. henighia, mooleri 2. polyiia. una celeation irination
impaited

OVERDOSAGE

Acule: overtlosa)i with oxycodone <an b manitisied Dy respiatory depression. swnolence progressing 1o stu-
ot or coma. skeletal muscle llacciddy, cold ang clanwny skin. conslricled pupils Inadycardia. hypotension, and
deah

Oraths gue St yContin, By mgesting. mhaling, of injec)-
G the crushed lablets. Review of case reports b indical (ot 1he risk of tatal overdose is huier increaseet
whien OxyCanti s abxased concurrently with algohot o olher CNS depressants, including othey 0pioids.

inthe treaiment of oxyeadone overciusige, prinkay attention should be givan to ihe re- establishment ol a patent
airwdy and inslilution of assisled or controlled verkitation S Hoch

sl be employed i Ihe nianagenient ! circidatory shock and pul y d
indicated. Cardiac arest or acthyihvoias hay fequite cardiac massage or defibuittation
The puwe opioid ntagonists such as nalosore o nalimetene are spocitic anlidoles against fespiratory depression
oy i s¢ O should not i in the absence of cinically signilicant res.-
pirdloty or circtalory dopression secondaty lo oxycodonie averdose. b paticrits who are physically dependent
o any ogiok! igonis! including OryContin, ary arupt or compled 1evessal of opioid eflects may precipitate an
acule abstinence syndiome. The severity of the withidrawal synckome praduced will depend on the gegree of phys.
ical devendence and he dose of the anfagonist i . Please i the spe-
cilic opioid antagonis! for details of feir proper use.

DOSAGE AND ADMINISTRATION

General Principies

OxyContin IS AN OPIOID AGONIST AND A SCHEDULE Il CONTROLLED SUBSTANCE WITH AN ABUSE
LABILITY SIMILAR TO MORPHINE. LIKE MORPHINE AND OTHER OPYCIDS USED iN ANAL-
GESIA, CAN BE ABUSED AND IS SUBJECT T0 GRIMINAL DIVERSION.

OxyContin® (oxycodone bydrochloride controlled-release) TABLETS ARE TO BE SWALLOWED WHOLE,
AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED. TAKING BROKEN, CHEWED OR CRUSHED
OxyContin TABLETS LEADS TO RAPID RELEASE AND ABSORPTION OF A POTENTIALLY FATAL DOSE
OF OXYCODONE.

One OxyContia lwmolahmummhl-mm”mlﬁmvhnuﬁunwnmsmm.
With a high fat meal, however, therg s a 25% Qrealer peak plasma concentration following one 160
mum,onmmmmmumummmmmmwmu 160 mg Lablets (see

M vty

. penpheral edema, syndiome of appropriale

atuese and mesuse of

DOSAGE AND ADMINISTRATION).

1 Mcaben i 5 vt 1025555 e e oguarly y Thetagy should aiso be regularly

and adjusied based upon the patient's own repors o pain and side etlects and the heatth prolessional’s clitical
Judgmen,

OxyCoitlin tabicls are 2 comrolied-telease oral formuiation ot oxycodone hydruchioride indicated for the nan

agenwent of moderale lo severe pain wher a confinous, around-ihe-clock analgesic is needed for an extended
period of tme. The controlted-relcase nalure of the formealion allaws OxyContin Io be elfectively administesed
cvery 12 haws (sce CLINICAL PHARMACOLOGY; PHARMACOKINETICS AND METABOLISM). Whike
Synimeleic (same dose AM ard PM). around-the-clock, 412 dosing is approgwiate los the majovity of patienls

some palients iy benehl fiom asymmehtic (dillorent dose given in AM than in PM) dosing. tailored to heit pain
pallesn. It is usiksily appropeiate 1o treat a paticat with onty one opioid for around- the-clock therapy.

Physicians stuxild individualize bealient usig @ progressive plan of paitinanagement such as oullined by the
Warld Health Orgarwzalion, the American Pain Society and the Fedoration of Stale Medical Boasds Motel
Gradetes. Heallh care protessionats should follow ppiopriale pain management principles of corehl assess-
el and ongowig monitosing |See BOXED WARNINGS|

Initiation of Therapy

s critical I iniliate the: dasing regimen for each pation! individually. 1akitg into account he atient's prior opi-
Ond Kl nign-op:nid analgesic tzatment. Altention sioud be qiven to

17 1he gengtal coaditon aid medal statis of g b,

12) e daiky dose: poteacy., and kind o! wnaigesicts) the vatient has deen tiketwy
{3) e desiabiity 0f the conversion estimale used lo caicuiate the dose of oxycoune.

(4) the patients opiokl exposure and npioid lolerance (it any)
{5} special saety K i o 1o Ox i $at or exceeding 160 q12h (see Special

Instructions for OxyContin 80 mg and 160 mg Tablets), and
i6) Ig balance between pain conviol and Kiverse EXpRAiCICeS.
Caie shoukd be feken 1o use fow initial doses of OxyConlir in patiens who are not dlvady opioid- loferan!. espe-

Clilly Ihuse who ate receiving concnrent reatment with muscle relasants. sedalives, cr other CNS aclive med
ications (ser: PRECAUTIONS: Drug-Drug Interactions)

Fou itiation of OxyContin therapy lof patients reviously taking opioitls, the comversion ratios fiom Foley KM
INEJM. 1985, 313:84-95] I . aed Ll wesilied conlrolled
mulligle-gose trials.
Experignce indicates

it GO

aling dose of OxyContin fon paticats who are 1aking non-opivid analgesics

nd-the-clock iherapy lor ecion of tine s 10 mg o120, I 3 non-opioid)

¢ is being provided. it may be continued. OxyContin should be individually livaled 1o 2 dose that pro

vides adequate adigesia and minnizes side cffects.

| Usig stanekand conversion catio estimaies (see Tabie 4 below), muttiply the mg/day of the pievious oproids.
by the apprapriate awdliplication factors o oblam the cguivalers folal daily dose of o oxycodane

-G ; i jioid 25% higher o ’ " 2 When yeodone. divide Ine 24-hous oxyeodone dose in halllo abtain the wice 1 day (a12n)
5 VIS, O o avage dose ol OxyContin

ipeater lxequency ol i Ihan ks, pven dfier by weighl. The clinical rel- . ) it i ™ " g, 80

v of & ilrence ol s maggauce i ow s g et Wt Chone sage 6 iwchliced dosages, and. 2“;":"5““"""‘”“ l';;t‘:;’)“ A s appropieff e et sengihs avaiabic (10 g, 20 mg. 40 mg, 80 g

there was ik matelemale diflercace detocted hor eNitacy o aaverse evenls i clinical Irigls

ADVERSE REACTIONS

The safety of QxyContis was evaluated in double-blid cliorcal Hsals volving 713 patioots with ancerake (o severe
ain ol various etiologies. in open-label suxbes of cancer pain. 187 watients seceiver! GxyContin in tolad dhily doses
ran(ing from 20 119 16 641 g pes cay The avrage 1ot iy dose was appmonalely 105 1% per day

Serious adverse reaclions which 173y be associaled with OxyContin” (oxycodone hyhoctioride conolled-reloase

4 Disconlinue all other atound-the- clock oproid chugs when OryContin herapy is initiated.

5. Mo fixed conversion mbio is kely 10 he satistactory ie: all patienls, especially pationts. Teceiving 1age opioid
doses. The weommended dases shown in Table 4 e only a starling poin, a00 chise voservation and ke
Quent titeation are: indicated uatit patients are stahle on the now therapy.

Table 4
Factors Wmmkmmuum%%hhmhuol&alom'

in chinicat yse M with 01 GpioHg aakesics, depression. apica,
fespiatoey antes!. and flo an cven lessut degree) choukaory desvession, Nypolension, o shiock {see OVERDOSAGE}
The g kigtionof 120y wil ImyC: i opVON side cflects. These evesis.
are dose-lependeit, and heit Itequency depends upon te dos, the clinical seiling. U paticnl's leve o agion inl
erance, an hos; 1acks speafic fo e mdiadual Th shoukl be expecled and managed as a prt af OpH0ia inal-
Qesia The most hieguek { - 5%) inchuce constipation, stz somwolence. dizziness. vomiiting. pruritus, eadache
dty mouth. swieating, i asthenia
I many cases the feguency of these events duing anl:ation of [herapy May be minirzed dy carehd indivicdiatiz
tion i starting desage. stow litration, aid the avokiance of large swings in the: plasma concenlrations of e opioig.

Many ol will cease or ily s CryContin Iherapy is contioued ang sorme e
ot ioleraice i deveioped.
Chinical 19 OxyConti wi el ants placel, Il

piohic detween OcyContin and imwteriaie sedcus: axzcadone The Most convnon AtverSe £vents ¢
By pavients i beast once during herapy were:

{MgDay Prios Opinid x Facion - Mg/0y Oral Oxycadana)

Oral Priox Qpioidt Farenvieral Prioe Opioid

'

015
Hyrrocadone 09
Hydoemaphoie ) A
Levorpharol 5 15
Mependine 01 e
Methakoor 15 3
Motphine 05 3

*To be used only for Fox patients ! * paemeral opiosds. a more
conskrvalive Conversion is warranied. For example. for high-ose parenleral morghine, use 1 5 instead of Jasa
Iiilfiplication tactor

Inall cases. supplemental anakgesia (see below) snouid be rnade available in ihe lorm ol a suitable shor-act-
g anaigesic.
OxyConlin can be safely used conComitantly with usual doses of 10n-0pioid 3algesics and analgesic ajy
vanls. provided care is taken In select a piope inital dose {sae PRECAUTIONS)
Conversion from Transdermal Fenlany! lo OxyContin
Eighleen hours following the temoval of the hiansdermal fenianyl paich, OxyConlin Weament cai be initialed.
Although there has been ng Syslemalic assessment of Such convarsion, 2 conservative uxycodone dose.
apivoximalcly 10 mg q12h of OxyContin, shouic be iniially substiluled for each 25 pg/he fentanyl kansder-
mai patch. The patient shourld be followed closely for exvly tiation, as there is very limiled clinical experience
wilh this conversion.
Managing Expacied Opioid Adverse Experiences
Most palients teceiving opioids, especiatly ihase who are opioid-naive, will experience side elects. Frequently the
side effects iom OxyContin are Iransient, b y fequire ion and Adve It
Stipalion shoudd be anticipated and hizaled aggressively and prophylaciicalty with a stimulant talive and/or siooi
softener. Patients do noy usually hecome lolerant to the constipaling cifects of opioids.

opivid-related side suchas fly sef-Nmited " parsist beynd
the first lew days It nausea persists ant is unacceptahile to he patient, trealment with anti-emelics O olher modat-
ies may relieve these Symploms and should be considered.
Palients receiviny OryConli May pass an inact malrix “ghust in the $lool of via colasiony. These ghosts contain
lite or ko residuat oxycodone and are of no clinical cansequence.
Individuakization of Dosage
Once therapy is initialcd. pain cefiel and olher opicid effects should be Hequenily assessed Paients should be
linaled lo adequate eflect (Qenerally mild of no pain with the fegular use of na mote than two dases of sup
Pemmental anai 28 bours). Palients perience N pain ingy require dosage adjustment
O rescue medicalion, B y-stale ple ithin 24 10 36 hours, dosage
adjustiment may be canied out every 1o 2 days. Il is mosl appropriate lo increase the q12h dase, not 1he dos-
g frequency. These is no clinica inlosnaticn on dosing inkervals shorter than Q12 As a guideline, cxeepl
fo the crease kom 10 mg lo 20 i QI2n, the total daify oxycodone dose usually can be increased by 25%
10 50% of the current dose al each increase,
W signs ol excessive opioid-elated adverse experiences are observed., the next dose may be teduced. If this
adjusimen: leads | inadequate analgesia, a Supglemental dose of inimediale-release oxycodane may be given.
Allernatively, non-opioid analgesic adjivanis may b employed. Dose adjustments shoyid be made to obiain
an appropriaie balance between pain relief and opioid-relaied adverse experiences.
1l significant auverse everts acour belore the therapeutic 903l of mild of o pain is achieved), Ihe events shouid
be treated aggressively Once averse events a1 unider control. upward titalion shoul? continue loanacceyt-
able level of gain conirol.
Durmg periods of caarkging anaigesic requwerients, inchuding inilial fivation Iiequent contacl 1s recommend-
cd hetween physician, other members of the healthcare team. the patient and the caregiver/lamily
Special Inslructions for OxyContin 80 mg and 160 my Tablets
{For use in opioid-tolerant patients only)
oxyumuumgmmurﬂmmmwmhw«mmmummmuwum
©0dane squiveloml dosages of mu«mmmuumnmmmmmm 160
ng {able!. Core inthe g ol strongths, Pali
u:pmmewum:mmmmmmnmnm.mm.ammmm
uumnnmmummtnh
One OxyContin mmmnmmamnuummmmuummu
mnmlﬂuﬂ,lmw.hnkaﬁ%mulmmmmum 160
L] hmmcmulMMNMMHmmMﬁ"Mh 160 mg Lablets.
Supplemental Anaigesia
Mas! palients given around-the-clack therapy with conlvolled-release opioids may need 1o have immediate -
release medication available for exacerhations of Pain or o prevent pain that occuts prediclably during certain
paticnl activities {incident pain)
Maintenance of
The inlent of the titralion perind is to establish 4 Paticil-specitic q12h dose thal will mainkain adeguale analge-
sia with acoeplaiie side eflects ko a5 Yong as piain refief is necessary. Should pain recur then the dose can be
incrementally increased to re-establish, pain contiod. The method of therapy adjusiment oullinedt above should be
employed lo re-establish pain contiol
During civonic iherapy, cspeciatly o non-caricer wain synckomes, the continued need for around-the-clock opi-
ord therapy should be reassessed periodically e .. every 6 lo 12 months) as appropriate.
Cessation of Theragy
When the paient no longer requires teray with OxyConlin 1able:s, doses should be Lapered gradually to pre-
vent signs and Symploms of withdrawal in the Physically dependent patiem
Conversion rom OxyContin to Parenteral Oploids
To avoid overdose. conservative dose conversion raios should be followed
SAFETY AND RANDLING
OxyContin* {oxycodone HCI coniolied-release) 1abiels are solid dnsage lorms tial contain oxycodone which
i5 2 controlled substance. Like morpine, axycodone is controlled under Schedule i of the Controiled
Substnces Act. OxyContin has been taryeled lof theft i y Crimingls. Heali h
conlact mew State Professional ticensing Board or State Controlled Subslances Authority for information on
how to prevent and detect abust of divession of his product
HOW SUPPLIED
OxyContin” ide controlled-release) 10 , UNSCored, white-colored. con-
vex tabiels beating the synibot GC on one side and 10 onhe other They are supplied as ollows:
NOC 59011-100- 10: child-resistan closne, opaque plastic bottias of 100
NDC 59011 1000-25: unit dose packaging with 25 individually urnbered tablets per card: ane card per glue
endt caron
OxyContin® {nxycadone hydochéoride controlied-release) 20 nxg fablels are 10vnd, unscored, pink-colored. con-
vex tablets bearinyg Ihe symbol OC on one side and 20 on the other. They ate supplied as loltows:
NDC 5901 1-103- 10: chik! resistant closure. opague plastic botties of 100
NDC 59011 103-25- unit dose packaging with 25 individuatly numibered tablets Per card; one card per giue
end carlon
OxyContin® (oxycodane hydrochlotide contralted-releasc) 40 mg tabicts are 1aund. unscored, yellow-catoced.
convex tablels beariny the symbol OC or one side and 40 on the cther They are supplied as follows
NOC 5901 1-105- 10, ehitd-resistant close, opaque plastic hotiles of 100
NDC 59011-105-25, uni dose packagying with 25 indlividually numbered fablels per card: one card per glue
end catlon
OxyContin* (oxycovone hyorachioride controlled-reiease) 8C mg tablets aie round. unscored, Qreen-colored. con-
vex tavlets bearing the symbol OC on one side and 80 nn the ofher, They are suppiied as lollows:
NDC 59011-107-10. chik-resistant closwe, Opaque plasi: borltes of 100
NOC 59011-107-25: unit dose packaging with 25 individually numbered tablets per card; one card per glue
end carton
OxyContin™ (oxycodone hydrochioride Coniolled-selease) 160 mg tablets are caplet-shaped, unscored. bive col-
oredl. convex lahiets hearing ihe symbol OC on une side and 160 on e oiher They are supplied as lollows:
NDC 5901 1-109-10" chil-tesistant closwe, opiaque plaslic baltes of 100
NDC 59011-109-25 unit dose packaging wilh 25 indiviguatly numbered fablets per card: ore card per glue
end carlon
Store: a1 25°C (T7°F). excwsions perniitted between 15 -30°C (59-86°F)
Oisperese in light. light-resistant containg:
Healllicare prolessionals can telzphone Pusdue Phianng s Medical Services Departsiient £1-888-726-1535) lor
wdoimilion on this produg!
CAUTION
DEA Order Form Required.
Putduee Phaima {.P
Stamiord. CT 06001-3431
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